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2a)\3 This action is FINAL. 2b)S This action is non-final. 

3) n Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
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5) 0 Claim(s) is/are allowed. 
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Application Papers 
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Claim R jections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f)or(g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-4, 6-11, 14-35 and 54-60 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Unger et al WO 96/40285 ("WO '285") in view of Ruosiahti et al US 
Patent 5,536,814 and Siegel et al US Patent 6,086,573. 
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WO '285 teaches all elements of the instant compounds within the subgenus of 
elected group (see claim 136-149, page 179-182; claim 164, page 183). The 



corresponding functional groups in the compounds of WO '285 are as follows: 



Functional Group of 
the Instant Compound 


Instantly Elected 
Species 


Functional Group of the 
Compounds of WO '285 


Corresponding 
Subgenus 


Citation 


X1,X2 


C=X3, C=X3- 
N(R8), -C=X3- 
N(Ko)-U(-AO)-, 

wherein X3 is 0 or 
S 


X2,X3 


R5-X4-C(=X5)-, R5- 
C(=X5)-X4. -X4- 
C(=X5)-R5, R5-X4- 
C(=X5)-R5-C(=X5)- 
X4. 

wherein X1 is NR4, 
T\o lo a n, r\H IS an 
alky1 1-10 carbons, 
R5 is a direct bond, 
X4 is 0, NR4 or S, 
and X5 is 0 or S 


Page 179, lines 
15-22,25-27. 
Page 180, lines 
1-5 


R3 


Alkelene 


R2 


Alkelene of 1 to 30 
carbons 


Page 180, line 1 


R1.R2 


Acyl of 18 carbons 


R1 


AlkyI of 1-50 
carbons 


Page 179, line 
27 


P 


Peg-3400 


Z 


Hyrdrophilic 
polymer, such as 
PEG, preferably 
having MW of about 
2000-5000 


Page 179, line 
25. page 44, 
lines 1-6 


T 


CRGDC peptide 


Q 


Cyclic peptides 


Page 179, line 
26. page 183, 
line 13-15. 
pages 50. 55-58 



Examiner draws Applicant's attention to WO' 285 claim 135 at page 179. 
Accordingly, when XI is NR4 and R4 is alky! of 1-10 carbons, WO '285 teaches the 
subgenus of compounds that encompass compounds of claim 1 and 54 of invention 
Group XII. Specifically, WO '285 teaches that cyclic peptides can be used as targeting 
agents. WO' 285 also teaches that such compounds are used to prepare targeted 
vesicles wherein said vesicles such as liposomes comprising a phospholipid, 
perfluorobutane gas, and a bioactive agent. See page 29-30; page 90, lines 15-page 
91, lines 11; page 108, lines 17-page 109, lines 32 examples 18-21, 37; claims 1-30). 
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WO'285 appears to only lack the explicit use of CRGDC as the targeting agent, PEG- 
3400 as the hydrophilic polymer, and urokinase as the bioactive agent. 

Ruoslahti is used to show that CRGDC is a cyclic peptide and a suitable 
targeting agent for recognizing fibronectin- and vitronectin-binding integrins of cell 
surface. Specifically, Ruoslahti teaches that CRGDC motif include the following amino 
acid sequences of cys-arg-gly-asp-cys (see abstract, col 2, lines 35-41 ;Seq ID 10, col 
15) which is the same as the instant targeting agent CRGDC. 

Siege! is used to merely show that combination of a thrombolytic agent such as 
urokinase with a gaseous ultrasound contrast agent enhance thrombolytic effects of the 
thrombolytic agent, (see abstract, col 6, line 65-col 8, line 20). 

Accordingly it would have been obvious to one of ordinary skill in the art at the 
time of invention to employ compounds of WO '285 with PEG-3400, because as 
suggested by WO'285 patent itself the average MW of PEG of choice must be within 
2000-5000. Further, it would have been obvious to substitute the RGD targeting agent 
of WO '285 patent with CRGDC of Ruoslahti, because WO '285 itself suggested the 
such cyclic peptides are suitable targeting agents. Thus, the ordinary skill in the art 
would have had a reasonable expectation of success to prepare suitable compounds as 
for use in preparing targeted vesicles. 

Furthermore, as suggested by Siegel use of urokinase with a gaseous contrast 
agent shows beneficial clinical results, accordingly, using urokinase in combination with 
said targeted vesicles would have been obvious, because there would have been 



Page 6 

Application/control Number. 09/699.679 
Art Unit: 1617 

. tion of success as explained by Siegel. to improve thrombolyt.c 
reasonable expectation of success, as. w 

activity of urokinase. 

Conclusion 
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